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A pharmaceutical composition comprising a pharmaceutical acceptable earner 
and, as active ingredients, an opioid analgesic and a therapeutically effective 
amount of a compound according to Formula (I) 
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the pharmaceutically acceptable acid or base addition salts thereof; the 
stereochemically isomeric forms thereof, the tf-oxide form thereof and the 
prodrugs thereof, wherein 
n is 0, 1 or 2; 

isl or 2, provided that if mis 2, then n is 1; 
is 1 or 2; 
is =0 or =NR 3 ; 

is a covalentbond or a bivalent radical of formula -O-, -S-, -NR 3 -; 
is Ari, ArlCi. 6 alkyl or di(Ari)Ci^alkyl, wherein each Ci.' 6 alkyl ioup is 
optionally substituted with hydroxy, C^alkyloxy, oxo or a ketalized oxo 
substituent of formula -O-CH2-CH2-O- or -O-CH2-CH2-CH2-OS 
is Ar 2 , AT 2 Ci_6attyl, Het 1 or HetlCi^alkyl; 
is hydrogen or Ci-galkyl; 

is hydrogen; Ar 3 ; Ci. 6 alkyl; Ci_ 6 alkyl substituted with 1 or 2 substituents 
selected from hydroxy, C^alkyloxy, Ar 3 , Ar 3 Ci^alkyloxy and Het 2 ; 
C 3 -6alkenyl; Ar 3 C 3 -6alkenyl; di(Ar 3 )C 3 -6alkenyl or a radical of formula 
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wherein 

each q independently is 2, 3 or 4; 

5 eachr is 0, 1,2, 3 or 4; 

each Y 1 independently is a covalent bond, -O- or NR 3 ; 

Y 2 is a covalent bond, Ci^alkanediyl or -Ci^alkylNR 3 -; 

each -A=B- independently is a bivalent radical of formula -CH=CH- 3 - 

N=CH- or -CH=N-; 

10 eachR4 independently is hydrogen, Chalky!, Ar* or Ar2Ci. 6 alkyl; 

R5 is hydrogen, Ci.6alkyl or Ar 3 ; 

R6 is Ci. 6 alkyl, Ar 3 , Ar 3 Ci. 6 alkyl, di(Ar 3 )Ci. 6 alkyl, 

Ar 3 C3_7cycloalkyl, orindolyl; 
R7 is Ar 3 ; Ar 3 Ci_ 6 alkyl; di(Ar 3 )Ci. 6 alkyl; Ci. 6 alkyl; 

1 5 C3. 7 cycloalkyl; C3- 7 cycloalkyl substituted with Ar 3 ; oxazolyl; 

oxazolyl substituted with halo or Ci^alkyl; Ihiazolyl; Ihiazolyl 
substituted with halo or Ci. 6 alkyl; imidazolyl; imidazolyl 
substituted with Ar 3 , Ci. 6 alkyl, Ar 3 Ci. 6 alkyl or halo; indolinyl; 
indolinyl substituted with Ci^alkyl; 2,3,4-trmydroquinolinyl; 
20 pyrroUdinyl or furanyl; 
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each R8 independently is hydrogen, Ci. 6 alkyl, C 3 -7cycloalkyl or a radical 

of formula of formula 

-AJk-Rll (b-i) or 

-Alk-Z-R^ (b-2); 

wherein 

Alk is Ci^alkanediyl; 

Z is a bivalent radical of formula -O-, -S- or -NR 3 -- 
R 1 1 is phenyl; phenyl substituted with 1 or 2 substituents selected from halo, 
Ci. 6 alkyl or Ci_ 6 alkyloxy; furanyl; furanyl substituted with 1 or 2 
substituents selected from Ci^alkyl or hydroxyC^alkyl; ihienyl; thienyl 
substituted with 1 or 2 substituents selected from halo or Ci- 6 alkyl; 
oxazolyl; oxazolyl substituted with 1 or 2 Ci^allcyl substituents; thiazolyl; 
thiazolyl substituted with 1 or 2 Ci_ 6 alkyl substituents; pyridinyl or 
pyridinyl substituted with lor 2 C^alkyl substituents; 
R 12 is Ci^alkyl or Ci_ 6 alkyl substituted whh hydroxy, carboxyl or 
Ci.6alkyloxycarbonyl; 
Arl is phenyl; phenyl substituted with 1, 2 or 3 substituents each independently 

selected from halo, Chalky], haloCj^alkyl, cyano, aminocarbonyl, C^alkyloxy 
or haloCi^alkyloxy, 

Ar2 is naphtalenyl; phenyl; phenyl substituted with 1, 2 or 3 substituents each 
independently selected from hydroxy, halo, cyano, nitro, amino, mono- or 
di(C^altyl)amino, Ci^alkyl, haloC^alkyl, C^alkyloxy, haloC^alkyloxy, 
carboxyl, Ci^alkyloxycarbonyl, aminocarbonyl and mono- or 
di(Ci^alkyl)aminocarbonyl; 

Ar3 is phenyl or phenyl substituted with 1, 2 or 3 substituents selected from halo 
hydroxy, amino, nitro, aminocarbonyl, C,. 6 alkyl, haloCLfialkyl or C^alkyloxy; 

Het* is a monocyclic heterocycle selected from pyrrolyl, pyrazolyl, imidazolyl, furanyl 
thienyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyridinyl, pyrimidinyl, 
pyrazinyl andpyridazinyl; or abicyclic heterocycle selected from quinolinyl, 
quinoxalinyl, indolyl, benzimidazolyl, benzoxazoly], benzisoxazolyl, 
benzothiazolyl, benzisothiazolyl, benzofuranyl and benzothienyl; each monocyclic 
and bicyclic heterocycle may optionally be substituted on a carbon atom by 1 or 2 
substituents selected from halo, C^alkyl or mono-, di- or tri(halo)methyl; and 

Het2 is a heterocycle selected from l,4-dihydro-5-oxo-tetrazol-l-yl, imidazo[l,'2-a]- 

pyridinyl, oxazolyl or imidazolyl; each of said heterocycles may be substituted with 
1 or where possible 2 substituents selected from Ci^alkyl and Ar*. 



WO 2004/110451 



PCT/EP2004/051050 



-62- 



2. A pharmaceutical composition according to claim 1, characterized in that 

L is hydrogen; C^alkyh Ci_ 6 alkyl substituted with hydroxy; C 3 galkenyl- Ar3- 
ArSCealkyl; di(Ar3)C^alkyl; A^alkenyl; di(Ar3) Cl . 6 alkenyl; or a radical of 
formula (a-1), (a-2), (a-4) or (a-5) wherein : 
5 R7 is Ar3; Ar3Ci. 6 alkyl; diCA^CLealkyl; C^afcyl; C 3 _ 7 cycloalkyl; 

C 3 -7Cycloalkyl substituted with Ar3; oxazolyl; oxazolyl substituted with halo 
or Ci^alkyl; thiazolyl; thiazolyl substituted with halo or Ci^alkyl; 
imidazolyl; imidazolyl substituted wilh Ar3, Chalky!, Ar3 C i^alkyl or halo; 
pyrrolidinyl or foranyL 

10 Ar3 is is phenyl or phenyl substituted with 1, 2 or 3 substituente selected from 

halo, hydroxy, amino, aminocarbonyl, C^alkyl, haloCi. 6 alkyl or 
Ci.6alkyloxy; 

Hetl is a monocyclic heterocycle selected from pyrrolyl, pyrazolyl, imidazolyl, 
foranyl, thienyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyridinyl, 
pyrimidinyl, pyrazinyl and pyridazinyl; or a bicyclic heterocycle selected 
from quinolinyl, benzimidazolyl, benzoxazolyl, benzisoxazolyl, 
benzothiazolyl, benzisolhiazolyl, benzoforanyl andbenzothienyl; each 
monocyclic and bicyclic heterocycle may optionally be substituted on a 
carbon atom by 1 or 2 substituents selected from halo, C^alkyl or mono-, 
20 di- or tri(halo)methyl. 

3. A pharmaceutical composition according to any one of claims 1 to 2, 
characterized in that R 1 is Ar'methyl and attached to the 2-position or R 1 is Ar 1 
and attached to the 3-position. 

25 

4. A pharmaceutical composition according to any one of claims 1 to 3 
characterized in that the R 2 -X-C(=Q)- moiety is 3,5-di-(trifluoromethyl) 
phenylcarbonyl. 
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A pharmaceutical composition according to any one of claims 1 to 4 
characterized in that R* is Ar^-gallcyl, R2 is phe nyl substituted with 2 

substituents selected from methyl and trifluoromethyl, X is a covalent bond and 
=Q is =0. 



35 6. 



A pharmaceutical composition according to any one of claims 1 to 5, 
characterized in that n and m are 1 and p is 1 or 2. 
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7. A pharmaceutical composition according to any one of claims 1 to 6 
characterized in that Rl is phenylmethyl; R2 is phenyl substituted with 2 
substrtuents selected from methyl or trifluoromethyl; n, m and p are 1 ■ X is a 
covalent bond; and =Q is =0. 

8. Apharmaceutical composition according to any one of claims 1 to 7 
characterized in that L is a radical of formula (a-2) wherein R4 is hydTogen or 
Phenyl; r is 0 or 1; Yl is a covalent bond, -O- or -NH-; R7 is pyrrolidinyl; fiuanyl; 
1-phenylcyclohexanyl; diphenylmethyl; or phenyl substituted with 1 2 or 3 
substituents each independently selected from methyl, melhoxy or cWoro 

A pharmaceutical composition according to any one of claims 1 to 8 
characterized in that the pharmaceutical composition comprises a compound 
selected from the group of : 

o 4-[l-[3,5-bis(trMuor^ 6 _ 

(hmemyh3henyl)-l-piperazineacetamide; 
o 4 -[H3,5-bis(1rifluorom^yl^^ 

phenylcyclohexyl)-l -piperazine acetamide; 

o 1 43,5-bis(trifluorome%l)benzoyl]-2-(pheny]me1hyl)-4-[4-[a-(l- 

pvrroUamylcarbonyl)benzyl]-l. p i P eraztoyl]piperi^ 
o l-[3 s 5-bis(trifluoromemyl)benzoyl]-4-[4-[l-[(2-m^^ 

bei^dazol-2-yl]-l-pi P era Z myl]-2-(phenylme%l)piperi 
o 4 ;rH3,5-bis(trifluoromethy^^ 

P iperidmyl]-iV'-(2,6-(lime%l P henyl)-l.pipeia Z ine acetamide; and 
o 4 -[H3,5-bis(trifluorom^^ 

PPendmyl]-iV--(2,6-dime%tohenyl)-l.pip e ra Z ine acetamide 



10. 



A pharmaceutical composition according to any one of claims 1 to 8 
characterized in that the pharmaceutical composition comprises a compound 
selected from the group of : 

o ( + )-(B)-^-4-[l-[3,5^^^ 

piperidmyq-^e-dimemylpheny^-l-piperazine acetamide; 
o (-)-(B)-c*-4-[l-[3,5-bis(^^ 

piperidmyl]-^(2,6-dime%h.henyl)-l-piperazine acetamide; and 
o ( + )-(B)-fr« W -4-[l-[3,5^^^ 

Piperidinyl]-;^^^ acetamMe ^ 
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11. A pharmaceutical composition according to any one of claims 1 to 6, 
characterized in that it is formulated for simultaneous, separate or sequential use. 

12. A pharmaceutical composition according to any of claims 1 to 1 1, characterized in 
that the opioid analgesic is one or more compounds selected from the group of 
alfentanil, buprenorphine, butorphanol, carfentanyl, codeine, diacerylmorphine 
dihydrocodeine, fentanyl, hydrocodone, hydromorphone, levorphanol, lofentanyl, 
meperidine, methadone, morphine, nalbuphine, oxycodone, oxymorphone, 
pentazocine, propoxyphene, remifentanyl and sufentanyl; and derivatives and 
pharmaceutical acceptable salts thereof. 

1 3. A pharmaceutical composition according to claim 12 characterized in mat the 
opioid analgesic is one or more compounds selected from the group of 
oxycodone, codeine, morphine, fentanyl, buprenorphine, hydrocodone, 
hydromorphone and pharmaceutical acceptable salts and derivatives thereof. 

A pharmaceutical composition according to any one of claims 1 to 13, 
characterized in that it is in a form suitable to be orally administered. ' 

The use of a pharmaceutical composition according to any one of claims 1 to 13 
for Ihe manufacture of a medicament for the prevention and/or treatment of pain 
and/or nociception. 

The use of a pharmaceutical composition according to any one of claims 1 to 13 
for the manufecture of a medicament for the prevention and/or treatment of acute 
and chronic pain, more in particular in inflammatory, post-operative, emergency 
room (ER), breakthrough, neuropathic and cancer pain treatments. 

The use of a pharmaceutical composition according to any one of claims 1 to 13 
for the manufecture of a medicament for the prevention and/or treatment of emesis 
in opioid-based treatments of pain. 



18. 



The use of a pharmaceutical composition according to claim 17 for the 
35 manufacture of a medicament for the prevention and/or treatment of nausea and 

vomiting in opioid-based treatments of pain. 
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19. The use of an NKj -receptor antagonist, hi particular an NKj-receptor antagonist 
according to Formula (1), the pharmaceutical^ acceptable acid or base addition 
salts thereof, the stereochemical^ isomeric forms thereof, the iV-oxide form 
thereof and prodrugs thereof, for the manufacture of a medicament for the 
prevention and/or treatment of respiratory depression in opioid-based treatments 
of pain. 

20. The use of an NKi-receptor antagonist, in particular an NKi-receptor antagonist 
according to Formula (I), the pharmaceutical^ acceptable acid or base addition 
salts thereof, the stereochemically isomeric forms thereof, the JV-oxide form 
thereof and prodrugs thereof, for the manufacture of a medicament for reducing 
and/or overcoming me tolerance observed with opioids in opioid-based treatments 
of pain. 



